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m m m 

[oooi] *mwte±fcj&fr£mmm, #^tho«, mm^h^^mfiE^w-^ 

[0002] ifi^s #xbt?/J*W9ZblsX^ 7vT*~-J*MVrm2Z tfv^*?*) tm @ £ft 

[0003] ^n^- ^^(D^ijg^iiJgUfcL^KDf*, ^teSC*##f ^fi (mass 

spectrometer: MS) fc£5ji&i£flla£#tlftf s RT|g^oT#fc^i:^^< x 
MALDI-TOF-MS (matrix assisted laser description ionization time-of-flight mass 
spectrometry) ^tfJUfflfblCfcoT, tfy^Zf^W'^X/l— ^/V— ZfvYffiffit&ft 

[0004] ^vT*—j*imr<D&ftffcm<Dm-~ n ^iiaotit^v ^mtk-rz 
s^^-x-p^fmom&xhZo /^5S-?-#—te. >mMKmmvxmm-r 

t^u^-^-nm^<Dmms^^mm^wii^mm^mb^^mmmmm 
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C0005] mfcmft\z7vT*-j*mr&m7<'rzm&te^ ttn&ft&T&m. mmim 

(mass spectrometry)-?^, ®*^igg<DtjOjg^^^N-f^/V— ^yh©«H4 
[0006] ^rOlgH(Dt>i:o^SI^^BtJMa^^tf bttS, ®*#WoHt5itfI<^M3 

[0007] fch-*v^«mo^«^±£t>«^£;ftTV^^ jfiL»*fc^*;ft^*>v^SC 

0mg/mL-efe5o fchJfiLW^^SS^S^^^Sttt. T/V^$>-(^^*66kDa). & 
^^n^y^(150— 190kDa) x h7^7^y^(80kDa), ^^h^ntfVOSSkDa), Utf?* 
^^@(^100kDa)^-efe«9, ^flhlmg/mh^m^nm^m^^Eir^o - 

^*6^(60kDa)J^T-efe l 9, _h|B©*|R*te^^— ^^SCteV^f 

[ooo8] -fflbt£±.m¥M&&^zfri^*-j>.m#rt'z>te^ mmvsm<Dmb&&titm 
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[0009] z.(Dmft*A*>/<?'g<D<ftffi>\&tt@ibL,x, mkxn.mmmw-^^v^yy 

-{—(liquid chromatography: LC) ^HJkyzMMM-W} 

(2 dimensional-polyacrylamide gel electrophoresis: 2D-PAGE) ifcf&\^t>f\fC\i^%>1$ 
N LC^2D-PAGE(Df^^fc(t-etjl-2 0^SLTV^o ZL<Dffimmm^ 
MALDI-TOF-MS-^ESI-MS (electrospray ionization mass spectrometry) ^<T)%/^b 

mxmw^mmcDitm^x^itnMmmK^mm^^t^ @ mat. %l 

[0010] ^-c\ imfrh— n^c\^U(Dw^^^^n^^^wt<Dmmih 
fa±.~rz>bnftx%z> 0 Mftmaz. Lc^>2D-PAGE(Di^mb^x^ mmvm 

[0011] T^y^^fm^mnb^xm^-r^mb^x.irxiz.mm^tix^^m: 

mmk\.tztemmgMtefox\^ 0 ).M^mm^^^m^M^xox^m 
7rz&bmtt<nmmm&4kt$thx\^ 0 k m^mm-m^xox^m-r^m 

, CohntD^/— /vefc^^^MW^^^^p^h^^-{cj;oT^®-r 

[0012] u^uiti^teu v ^nhftm&m^ftxteftib^tiiQ. mm&n \attm^x 
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[0013] tit, Axwui, aiw, fam&$mmt£Z\zLmmistix^&&wmtt<Dm& 
Wh$tix\ ^z>& mnxm2) „ T^y^^(Dm^A^^^m^imKx 
[0014] ^tibtffi&irttm^mm&mmxzti^ m.^m%^hmz.m^mmx^ 

[0015] _h^Oi:^«9. Sl^ci^-A^^i-^l^^. ^*i:^«J^ft^*0^ 

mirZ> i rs<'(x&$iisbbtiX\ V5 0 
[0016] Affi-Gel Blue^/kSrffll ^tt&k*? (##rF:$Cifc3) "Gradiflow*V;*7^3r 

nxm^tiK ^^<<Dmn^n^tzjb<D^mmmmm.^x\^fi\\ 

[0017] ik^^^^OT/V^^O^^^^LT, $L&btlZ^m<D3kWbLXfe, 

##¥f:£Sfcl :T>^— y^-NL(Anderson NL),T^— y^«NG( Anderson NG)^ 

, rif • ta- vis • y°9X-^ • -fny-Jr-K : t^u; — 3^5^* — r^K • P^rrs* 

"TV • 'y x y (The human plasma proteome: history, character, and 
diagnostic prospects) J , ^U^xJ?*— • 7VK • -fe/V^— • ^n^^^^Molecular & 
Cellular Proteomics), OfcB), if -T^^V-y^^ — — /W^^MJ— 
■7yK ,: &V^fa5- '^^^-tiv 5 — /Kl/~-^K(The American Society for 
Biochemistry and Molecular Biology, Inc.),2002*fs p845~867. 

M-ttSti, Mmt^mx, 1990^ 
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fttftmcm:m&T.¥mm, r/M^fM^hwr^KSj, mmtk, 2001^ 

##ff:£ifc4:N. Ahmed et al., Proteomics, On-lineJ&, 2003^06^ 23 0 
##fF:$Cifc5:D. L. Rothemund h. (2003), Proteomics, ^3#, 279-287H) 
WffXitt: 0#®, #^2002-542163-^^ 
#fF^cm2: 0^@, #fp3297707^-<k$ft 

cooi8] ±M<D&Dtmmfrh, *mi&fm\^fii?rzmmt. mm^^-^m^ 

[0019] *&W<D?ib. mi<OZ&m<D-y;V—-7b\^X\^ £lT<D&mfrbt£Z> 0 

1. &frjfc5te^r»tt«\ ^^<^j3 2-^ai/n^yvi:T/v^V(D^)git^>oS5 

7. tkfc&ft&ihm, skm. skm^(Dskmmmm. m*. mm, mm. mmm. 
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[0020] HttmM<D?1b, %2<DmW<Dy/V—y>tVX\^ ^T^HM^^o 

fffiE^i&tffl^^P^Ji^^ 
HISS, 

2. HtffS«IUSS^^<^2^^. 10MlHlS^0^il*|-^f±lPi:#.01^ 

, ^mm^mMvtm^^^m^mitvtmmt\,xm m-r x@-efco 
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2i>K o<Q2/Ql < l&mtc1rm*X«ftM£hZ^t&W&bir%mm<DmWi<Dm 
5. Q2/Ql/^0. 005^Q2/Q1^0. 5X&%iitffi<DfeWie>MMjjfe, 
%im<Dffim<DmQ3&0. 5^Q2/Q3^1. 5^fci%0-efe^tulBV>-ftbd^^|B 

9. ^Mc^jfo.^ 0tK. t»u M> fl^M^U $a 

10. 2jis<D^v^.— ^&jbv\ ^kd^-v^— }vxm^^*ifr<nmW3&r?nh 
[0021] £b^> *mw(D?-t>, m3(Dmm<D?^—-7tvx^ sxTomwfrbftZo 

^^®^it^^^^<^2x^ig^bTfflv^^t^#mi-6^^^^m^^ 
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>\ 7tfyr^yn~hy/K txuch^tvk #y?w>\ tfyx^u^, tfy^u^&xxf 

3. huIB(2)(DX©^, ir/nn— ^ t;VP-^7t7-b, #y#— k ^y^A- 

#y^^yA^;*7VK ^yr^yA^^vvK #yr5K\ ^y^fct^y^ 
^yr^yn^hy/v % /Ky^^vK TKy^w^^^y^ntv^^^pJ; 

4. |frlE(3)(^XSl-^ t;vn-^, 1?An— xr-fcTr— k #y#— K y^A 

^y^^y/v^^/p, TKyr^y/v^^/v, #?yT^F\ tfvmkt^y^ 
>\ ^yr^yci^hy^K ^y^^^^y^ntv^^^p^^itt^^x 

5. /tfyai^i/w^ r^/^At'yvV, /^y^^y— a, :/a— fen, 2#^M-r 

b*5m«jia«w±a^ti^^«^(i)<©x@*fett(2)©xm^fetts*^ 

8. (i)^^fiiST/^$v|^±©^^^^®o— aJ*yttt^9J*!R*-r«#®:, (2) 
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[0022] arib<Dm£^M^tittm-£.tz.nmm\z.£<Q s ssa.m, stm. skmzte^&t-rz 

[oo23] mn^mm^mmmi, ^xm^t^m^^r^wmmx^^ (m^m^-vy 

m) 
m) 

me^wm^'Dm^mti.tc.mm^m^Wi'mmxh^o 

[|ll7]^^j2T*#^^c^^^om^^^^b/c^^2^c5c«^#:«)^m-e 

$><5o 

[0024] 1 /VK/ 

3 mnm-#i/~7* 

5 
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6 I2njg^a-/V 

8 ftAl^^ 

100 ftAffiJKVT' 

101 ^jj'Wzf 
102 

103 mnmtf^ 

104 ^ma-^h^a^iHiJRp 

105 #81^^— A- 

106 /W>T8B#— h 

202 2&B&#c4tailH!& 

203 2Wtnmnm^zt 

204 2©B©JK^l!BlKs'b(D«Lffl?RIiIiRp 

205 ^2^«je^3.-/V 

206 2^gO^-v ? ^.— 7KDT§l5^h 

302 3g*3?gtiftffltl§lj& 

303 3mnnm^^ 

304 3^@(D^^^h^>^a^lHKXP 

305 ^ill^-A' 

306 3^|© ; e^-;KDW-h 

402 mA^H^imiHiK 

403 »ifra=iyMiat#^/ 

404 iMB^yb^JlttW P 

405 fcJMK^a— /V 

406 Uiffl^^^WTW-b 

407 M^^hcD^^lHlltXP 

[0025] *1*;*3893 ^*iibfcgP^^oV NTt^B^-r^o 
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[0026] w-ev ^*&wxm i&fcf&ft<on&tmik\,tdmm tn, jfe^t^^ 

mib^^b^m^m. mm. mm. mmmm, m*. m*hL<i*imm* 

%h<Dxhz> 0 zjo^w^pk.^ frM£tiz>mmi>mA-rz>An&i£xjiffiM-tz> 
mab, ^mm^m^x^m^ntcmm^mmir^mmmmm n tm%.btix^ 

b&XtZo 

[0027] ^PJ^#^^^^^#^<Dm^^^^Lfci^«^^/^^*f, 
ftV^LC^D-PAGE, &M%&vBi(NMR\ MALDI-TOF-MS-^ESI-MS^^^J^i- 

z>z.b&x%z>o ztibte, T^v^m<o—^(Dmm^\^mzM^t^-y^% 
mmxmbtitz.mm^m\^bKx^x, nmm^m^mb^o ^cms, 

^m-c^r^tm. emcqqqm, m^±^-m. mnmmm. ms/ms. 

MSn, FT-MSSL ^sfl/ffifem&£Tf^frb(Dm.-& J £m(Dh(nXfoZ) 0 £fc, MS/ 
MS*fcf*MSn(#'!jx.^MS3)Oj;5^>'^MS^tfo 2^*rMAS><DWi&fe, 4lX 

ft-ms, ^xxfmmm^xw^m^b(D±^—m^(Dm^^mir^-b^ 
mtRwmm^MbteZo 
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[0028] *mw<D%m&tc\mmmw^nbtiizmm&m^x, ±m^mm^mmir 

X%% 0 ^tltbte^Zf^V-^xysOtf— ^^Kpeptide-mass fingerprint: PMF)(D 
[0029] #C^Jgl<D3§ ^ <D?;V— zf [cot ^Tf&l^ 1~ 5 0 

[0030] ^lO^PJ^^-^T^^^m^^^^u. #5g£tv37W:/^tf>^ 

*g^mm<Dmm m p ^-r^t^x^ 0 
[0031] ffimfrmm<Dm^itm*7ou±xfrz>z.bi)m&v<, -g.Km4osx±x&z>z.t 

mfrftzmffi*i?~~/wmttt\.x&<mm£tix\,^ 0 A^m^mmtsftzfr 

u tp^&fvm^ ^m^t<>x^mte&ft?<D?>s<?n%ffiM£itz>^bK£i9 
stm^mtvx^^ 0 mi<D^m(o^;v—^(D^mm^\^x^ ^Q&m&mcx 
^^mm^hmm^mm^x\^mibmip.^\ ^^mm^r 
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[oo32] mi<Dmm<D^/u— ^fflv ^mm<Dmunm^mv^ t/vn-^, ± 

xhvr-tT— h^(D±^vi— ^^Tfey-^— % tf?y#— /K^— k tfy^/v-fr^ 
tzwtvm^Tsrfr, TKyr^y/v^^/v, ^yr^K, ^y^ktf-y^, ^yr 

[0033] *fc, -<D^^it^3:^v^T{«^^^5®(^^^o^a^*>bM^-e 

[0034] m^l^^/V-^^ffl^ > 

$k&ibz>o m^mt^x^ m.Mk£tix\^tiiimzy&fe£frt&^K m*&<D 
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[oo35] mm-rzjinxi^ tpQ&mttt* <D&mmx&^x. #^stv ^ 

[0036] Silgfffl V ^^t<DX^m(Dmmt #^PS^b5feV ir/vn-^ t^n 

o^y^^^y/w^^/v, #yT^y/v®^;*7VK tfyr^K, ^y^bt^y^^. 
^yr^yn^hy/v, /tfy^^vK tfy^u^texzftfv^vt'u^frbtezmxvi 

[0037] ^xsi^ffl^^^fllit^Mb-c^, i^-fliat^jfiv^TK^iSit^i- 

h^^o.5kDa^T>^*b<«0.1kDa^T<^tttg^i-^^^S^^>j§j^^ 

[0038] Sgio^K<D^/v-:/tf>pa®l(D @ Kj^i-s^^^^m^^^^bfc^-c^, 

mft&m&fDVmmtvx, &*m\. iqj5x&z> & 2-^*?*zf})>&m\<^x^z> 0 

£fc, T^^v^^^n^y^h^^^^y^t^^^*^^-?^®^^ 
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[0039] *fc, nbtiit&ftj&&(Dm&&mk^ittm&m^x. 

[0040] roi^lcLT^^^^M^^^ie^^JicD^W^^gom^lt^^V^ 

[0041] WT> Il©%!!l©^w^-ii0!l:o#, m%fflv^^^p^^ 0 
[0042] 01 r±, mi^^K^^SrfSSS«^eWJ^Ufc«!E^:E|-efcSo $c<«;tx£r 

«r±, aeAfflsK^iood^, H^/VK/ioisriicx, sgix@<D#5t<Di»jt 
nnx^mm^m^vtzmmmii, m^m<Dm a x&zm g o^^h^s^ 

H|ifcPl04a>£>#W5o ^if^iI@©S*ft(3-^yh)t*fc4 ^U£J:9 

srfT5^s:^b-cv^ 0 m^tm^ mmmmnxh^m^m^-^yb^mmm 
[0043] m4f*ni 3cd^m <b \cmffi(Dmm&mirz>*:i?x.— ;v*m&uzmm.x&o , 
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[0044] ^m2<Dmm<D^^—^{z.^ ^x®,w-rz> 0 

[oo45] %2<Dmw<DS*—7<D5ib, ^^mm^m\^tmm<Dwm^mbvx 

<D®.&frmkvtcmm<Dmm^&b^xfe, ^mm^mu mm^mm(Dmmm 

[0046] &2<DmWlZ&\^XhftMmtte&1L&<DfrMm<D^bXh<0, u 

y#— 3j?^— k jKyjwaic^ ^y^/v^^^yw— ^o^y^^y/v^iXTVK 
y$VT?y/vm^T^ #?yr^\ ^y#^btf ^y^v N ^yr^yt^y/K ^y^ 
tvk ^y^i/^^^y^ntvv^^^nb^^^^^^^J;^ misw 

[0047] Ba^^pj^^-^-e^ffl^^^-glM-cii, s^fc^o^^sc 
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[0048] m2(Dmm(D^;u~^(D^mm<Dmmmir^mm^^xi^^mm(Dmm 
<Dmmi£m<Dmki)m±£nz>frbx*foz> 0 tit, mimattm&m&tiittew 

«ff8SSj«rfflV^Sr.i:^0*LV\ rgM***tl fcLTWU MES, BIS-TRIS, ADA, 
ACES, PIPES, MOPSO, BIS-TPJS PROPANE, BES, MOPS, TES, HE 
PES, DIPSO, MOBS, TAPSO, TPJZMA, HEPPSO, POPSO, TEA, EPP 
S, TPJCINE, GLY-GLY, BICINE, PBS, TAPS, AMPD, TABS, AMPSO 
, CHES, CAPSO, AMP, CAPS, CABSm&mfZZkfrX%Z> 0 _hfag«ig8c 

[oo49] Mz.mAtt&fc&^^mw<DmmQit\tti?=.— MzmAvm^ 

%mmQ2(DitmQ2/Qi&o<Dm-&fe. mm^n^ti-r. wm.<D^x(omm^m 
[0050] ^mmxm^x^^<mmQ2t, ^^—M^mA^n^^.m(DmmQ3tm 

. 5^Q2/Q3^1. 5<Dmmz&Z>Z.b&Ml£V<^blZQ2/Q3&0. 9-1. 1, -f 

[0051] £<b^, 2m<D*i?~—^$:mmu m^s**— /wcfcvv-c, ±^<d^\z.^ 
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[0052] $-tZ!&mKl&Z.X±7&<Dim<D*:i?=*.— /l'SrffiV^fcI)S*fcB«*0^a'-^ 

:/<£>f£BJi ^*5V NT. jftlgxeicov ^TfiPJU^rt Wirl^^-efcSo 
[0053] ^1^3(^51 m <d?;v—-?\z.*z>\ ^xWft irZ>o 

[0054] %3<DmW W.m. «1?V n{C £5#Pk :&^^<D3o<D*>v-^ JC£*Qf3® 

[0055] |g3(D»K<©^/v— ^©5*>^©IISg^^ili"53SM-eW:> (D^M^T/w 
^^WiO^^^^K^R^SXS.G^^ft^T/^'^iO^^^^SSr 
^^VN^j;9^HU,-^*^^^^^*«X@*5j;tJ?(3)^^-?^M^«S 

i-sxmd^^«tv5^^<^2X@^i-^^^^-efc5 o 

[0056] ffl3<£3gi^<Z>;7Vw- ^^*5(tS^#:^5^^^^m^^^>ftufc^ 

[0057] l3©^MO^-^Wt©Sfjiyi57;^^yi:tttb, ^©tenfcfL 
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sodiumdodecylsulphate-polyacrylamide gel electrophoresis : \ f y s i^/l'WSSSt7'h]) tfJ^lt 

[oo58] ^rm3(Dmm(D^/v-^x^m^hn^3^(DrM^tcn^mz^ ^xn 
m-rz> 0 

[oo59] ^jin^&m^m^^hti^mun^m^^^. -fe/vn— * % ^vn— *hj 

% /Ky^xTVK *tfy?i^>\ /Ky^i^v. jtfy^i^ ^y^ntrwvov^tb** 
[0060] **j({«-©«M^fcUTW:, ^if-X^^(D^(Dt>o> S^li, Ms$$tft£* 

[0061] g #<D#tt£:LTte\ @ ft^i" *»«K:i4j^i5-C*K>-t|iS***tbfc<<cv 

[0062] m*&mffi&mirzmtkL,xi^ m&&<D&mfctmfo&<omm.m:#cm&is 



WO 2005/028500 



20 



PCT/JP2004/012923 



[0063] £ibt;ite N Tjfy^ww^^, r^^-trys^ ^y^/— /k y^—^m. 2 

m^m^>(.zn\ Ni 2+ , co 2+ , cu + m). m*&m(*^m. ^^m, 

^^m^m^^<D7im^^\m^^^m^^b^mm(Dmmm*m^x^ 

^y^^^y/v^^/v x TKyr^y/w^^/v, ^yr^K^n^, ^y^^tf^y 
tV, zKyr^yn-hy/K ^y«^ x ^y^i^ /tfy^ntv^ov^-f n*»r>4: 

. m^mb^m^n<m^&^mn^tz.mzmnh^t^ mwm^nmb 
(D^mmm^h^wnwm^(Dh<o\^f^m\^^b^x^ 0 #Mm$m<D 
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mmx&z> 0 

[oo65] frmumztiLmztizmt^xfe, mmm<D&mxm^zbm*&mbm*fe 
[0066] mfctemxte, mfc&<Dmmfcm7k&<Dmmft&&m&£tth<D^> > m*.& 

& fem^m feisty ^])^u>^v^—^t*<D^vT/^u>^^h\ tfv 

[oo67] mTk&mx*^ mmttb\^xm^^bfrx%zh(Dxhth&mzm7££nz> 

[0068] ££>^te. tfv^u^v^. T5/^/M: 0 y v>>\ tfy?^;—^ zfn — 2 

m^m^^(Zn \ Ni 2+ , Co 2+ , Cu 2+ ^h i^7KtiS(^/VS> -O^/l^ ^m^/V 

[0069] ^o^^-PH4ig^wuT«, ^m^m.^xr^y^^mm^^^nM 

[0070] (1) (DJLUttte (2) ©Ig-Ctt, &ZA-rZ>7kmmtp fc, #®<^^J^PX.T, 
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/— /k y/v— fern, ^hntv^ jMct^c^A^ ^i?^m, 7x=/n 

[0071] fc^&tf , T/K/^^^ffiit^S^TV^^ aftja^u^ya— A> 

O) ^/-^ jt^arrsxa 

[0072] fm^*^-^}*, ^m^x\^m^m^m<D^-^.—-fK^-7^;v 
[0073] mm^nxmmx^^mm^mui-tm^m^^^K t^n-^, -t/vti- 

^byr-fex— Mgo-tr/vti— ^^tKu-^— , 7j^y^7 — k ^ y^/v^^y^ 
— ^/^/v^^^o^y^/^^^/Ky-v— ,#y^7vi^^yw— M£<D#?y^^ 
y/v^^/v, ^yr^y/v^^/v, tf?yr5:H\ ^y^bt^y^v, ^yr^yn 
~hy/K /tfy^^VK #?y?w>\ jtfy^i^ Ttfy^i^ ^y^ntv^ov^ 
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h*iX\ ^#y*/M^te, #®#t£/^&0 (i-ft;b^3V >^^^tT5M^§^ 

-t?#6„ 0*u^fiiii(;ioiv-cte, mi<Dmm<D^/v-^ 

[0074] ^xs^^ffl^tb^j^o^T-^w^^wb-c}*, ^a^^^-e^^ 

0.015kDa^T^«^g|^^^5i§(D^J^^^v^b^„ 
[0075] ^(Dm3(D^m<D^/V—^iZ^Xit, &Xg<D^J££^«&Tig*i!fU ig^ 

o ^«t-j:b-f M<i^~-ymmmiz£^xmmT%m&K\^ m^mi^xn^ 

xi>ffifr?&\ 

[0076] |g3<Z>^/V— ^^O^K^T. — oOI@T1ife5/5^ (D^SflST 

m.m-r^^ (2) ^*^r/^^^^±(D^^^®^^^v>^j;«9^pfu, 
-^*^«^^^*r^^^fc^m3)^^^^K^$i-t-?)#^d^jg^§2 

[0077] _LfE£>(l) — (3)£>X@f±, xm^«95SL^j;o-C, ^ib^*^^ 
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[oo78] ms^mm^/v—yiz^ti^m^m^x'o, mm^x<r>isLmcom^. 
<D?>/<?nm.mz.h£z>j!)K ^.(Dmn^m^m^x, ^AsokDa^ji^i^^ 

[0079] *fc. m<Dmmmm*n—6mmMfob-rz>z.b&x*%z>o tttzmw-frb^^? 

bttz.b&x^^WLm*b<Dftyk<Dmm^ftffi<Dmm£<Dm^ 

[0080] ^3(D^/v-^(Dmm tc^v ^-ob, ^^^m^mm^^^m 
mm. m^h(Dskm. m. mm, mm. m^mm. m*. m^m^h^w-^ 

^^^tzhTFl^m^ffitjiife, W^b^^^^^^^<D^^^^(D^bM\^^^\^X 

m'&ktbtbtizAK ^fr$>z>s$.± j v-4xxmmirz>m&, jk§t-ri3i-4oomUtf& 

IX te5— 100mL-egliS£tU Sfftltel -~2OmL/min0£L< }£2— lOmL/min 
XftfrtlZo 

[0081] jkjit, ^(omm^^-^mir^w-m^m^mm^^^mmm^ 

[0082] m5«, m3(Dmm<D^/u— 7iz.mirz>mm<7>--ffl%^irmi&mxfo<9, mm, & 
m, mm(D\miz.ti:z>3JM<7>mxhz> 0 m<omfo$:$<$ix^L,x$>z> 0 ikm^<^u 
w<D&fc, *tcte^ft*^&^fcf$^m*mm&fc)&ft^mmte, axi^ 
/v^izmxmm, frm&&x£m.m(D^-? ti^mmzm-tzmi^m^ 
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[0083] a^Hffv igoffi p . i-^fc^^S^oiHiiix p » 

[oo84] miititcj:n<D?ibmmjim^bhTffifc&%M&\a-z. #is<dw^ 



[0085] <^Jfc^<D$J^jrj£> 

fchjfiLjKKSIGMMh H1388^b<«lRl^D n p)?r3000rpml5^O^#^T^i>^i 

[0086] ^«^f^mi-^5>ill^ ; e^-/v^^iiU, m« (fchjfii.fi) {|iJA p ( 
thjfiLtf) til P ^S^a-^»cj;ijg8R-rs^fcfcJ:«j, «^*l§ltt&*j*LT*5<. 

mm&mA£ j £z>z.b&x%zmA&, js**«at**5*^ ^xru^*— h 
dsjig^itbtv-cv^ 0 *fc^^-/KD^iniijtti pd^, zf^mmu urn 
&ft5tiib<Dtfi^f, m.i&£titcM<Dma w-^^yzsm— Y)^m\^wtnx^< 0 m 

A&SrilCT, &mm*:i?~-~MZ.ttLXPBS ( 0 #*l3(ltl^/i^3PBS (-) ) 

T^mmi^T, z.<D7kmm%m^PBsib\,^ 0 )&jmLx&< 0 ^APHt 
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/WK*)^aEU*B=»— K0721 4 (7^y^^^^^)^-caiJ^L^o 
^©aiJtKrC, T/V^^ftSO. 4mg/L &T©»£RJmT»Cfco;fct>0>j;:o 
V^Tfi. BETHYL f±M Human Albumin ELISA Quantitation Kit ( Cat No E80-129 ) 

m g ^~K02io3 (^y^ffi^^fe) K-cay^ut 

2. l1f|S<^^®^fl;^.^cSbffl^VV'efc5lEF-PAGEmini pH3-10 lmm)?(TE 
FCO^) {J:-feyhi-S 0 

3. ±M'^y?T— (0. 05M *^b^-MJ^A)200ml^T^V7r— (0. 01M JJ 

6. ^mW^fJ^—^WMK^^. 100V-C30;9\ 200V-T;30£\ $bl-500V 

-C60#8c»i-5 o 

7. y/v^^yho^^y^KRSrtt^by/V'Sr^'Jtbb, 40%@1^7k^$c(;iS{j\ 
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o 

9. f/V&lls—^WZWmiTo 

5„ sDs-PAGKmfrm^y7T—(&Tfam/<v7T-bmir)M)&nhvx3. o g> 

^Uv-V14. 4g, SDSl. OglZ.M&7k&%n?LX1000mlblsfcb<DX'&>Z>o 

11. rtf|gOSDS-PAGEffly/V-e$?6SDS-PAGEmini 4-20% 1. 5mmJ¥ 
2-DweU (TEFCO»l) £&Ib4§ (CtyhfSo 

12. %M'<V7t— £AtU foM/<v7T—XV^/i'&ffifr1rZ> 0 

13. 9. (Dtf;Vft%:, 2^7ngc0SDS-PAGEminiO^3i/V^M^^A^V>«t5^ 

(T-ri/ir^) SrlulO*5 0 

14. l%T^fn— 7— (^M^F^^n^^/— % B ^T?^f 

15. £LmM^o&#\ 15mA-C120^-©S(^n^rcy-/^/V 

[oo87] mmmi) 

tfy*jwv {y/v^—^M^.—f/v (mm$m) p-3500) i8Mg&*s xxj^v^ 
x*fcin.m&<Dm&mmz.Mx., $ox:-zimmm\^x*mM^ mmmmzmti 

„ ^©54JBIIg»cS:^IO. 3mm, |*|^0. 2mm<D^-y7W^— IRUSP^ 



WO 2005/028500 28 PCT/JP2004/012923 

mzmtirWiA p *s&xm$rtitto n Sort's Rf^©^fy^^^AL, 

ST' y m&mtoUto *?i?=.—;V<D y jHKlRj»S«:27kGy-e*>ofe 0 

[0088] tt^a— /K©"t»ffi*IISr§IOfflU lOO^SrllCfcu f^^J^^^lfPSrMSb^ 

[0089] ^<Dt, PBS ( 0 TkWmtiMy/^y^PBS (-) ) *|§ifc«:3fe*U 

*=*i? a -^(i)ii|t)«#fc, ;V*2*ftf$L 
, 5^1*^fflV^^^^it^»^Ufci:^70. 5Tfcofc„ a«901^:{* 

[0090] thlk^(SIGMA^± HI 388, Lot 28H8550)£3000rpml5#tf>^M*H::T 

[0091] /Kl)©*MW0>J!K— hOU^oSrdf-^^U m<7>X>k~ofei/})=i—^ 

ttiiiDOPBSSrSAi-S A P SrKttfco 
[0092] 4mKDjfiL^^fflV>T^#^*5ml/min,Miii^#0. 2ml/min<D?ljgT*20 < C 
, 4B#Ra»ifi&|ll£Ufc(;*:X@tt, £^T/K^W;*)*#V\^^®£5m^5 

mi-i-mmotc 0 4^xmtmm^^^^<Dmm^mtvtmm52 
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Ste53000mg/U T/K7^^i^te33000mg/U a 16 
[0093] ^tol&^^ffteMicro BCA Protein Assay (PIERCE*±§!03rfflV^ 

m?>/*?^mzttirz > T/i'3'^<Dmmfeo. 22x$>otc 0 ^ 

fc£0. 00024-Cfc«9 > 10. 8mz.mMVX\^tc 0 
[0094] (^!fc#!|2) 

Tjfy^/^v (y/w<— *±$^— t=vv (^^) p-35oo) 1 8m4§i5*5 ±rw<y if 

^/Vt°ciyKV(BASFttMK30) 9liS^N, N'-^^/WT-fehT5:K72M*§B 

*5<tu?7Kim*§is<Dm^^(^nx., 9o c c-ci4^^^pSut^l, M^M^ 

2m*^^)^^^^rtftiJoWJ; l 9PJ:t±lbrCo n±m$tt/c^J^^^, n&frbm 

mmmm*x(D3£M350mm$:mmuz^ 7kioo%<Dmmmfcmfafo. 
^#^tvfc 0 mtctit^^m<Dm^m^mmm( 0 ^±mssoo) (ct^l^ 

i^s^^t^t^jtLT, m^mmmi- 6m2(D^^m^^-^^L-tc 0 
^^^m^m^tvx^])^u^v^(BASF^M, m&^m^mio 
0^)0. imm%&<e;te7kmm*. ^.<D^^m^^-^(D^^m^mm^ 
Tjw-mmzizmistco z.<d^ mz y mmMvti 0 ^^-/ko y mm. 

HX^*te27kGy-t?fcofCo IfrE^a— /V<D^*)g££ri2Ji9ttlU 100;fcjfc;ta N f g£ 

— ;vr— *iz.mfev, /v&ffc*u^ m^^^/xD^mmnrnTm 
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£>su pbs c e Tkmmtws^yaPBs (-) ) frmmzftmu ^'jxf^^ 

[0095] fchJk^(SIGMA%h, H1388, Lot 28H8550) £3000rpm x l5ft<D^W\ZX 

[0096] ^,mmmitm^^m^^^-/^(K^^—/v(i))^mmu ^ 
^Q&mftm<Dm^^xtemm<DA a tm p <ir>y=»— ^4^^ 

[0097] /V(l)©^Mffl<Z>aK— KCO^^tifc^yn- V^a— ^fc^^^-^a— 

T/vzfv^M±<Dfr+&x*&z*is/*?n&ftmirzTn, ^^^—^(2) <d®l 

[0098] aAffl^V^MCT, ^—Zf^VXskm £&AU *5«fctJ! 
5=^^-7V(2)^^ttO^^^|lJ]^<Z)^^^S5ml/ / min, ttififfijft). 2 
mlL/min^jgT^O^ 4B§P^ii£^!gUh 0 r©l^*jfi$^^©^ft^ 
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[0099] mmmi&&. ^^—^(2)^hnitmmir/j:t>h^^<Dm^mtvit 

^^©W^iliiO. 62mg/L, a 036mg/ 

^SCiI^i;J:53000mg/l, T/Py^>1igk}:33000mg/U a 

^{£16. 5mg/l, j3 ^a^f^l. 17mg/re&«9. T/K7^>^ 

^)3 2-^n^a^y^(75M^«t:bjk^t I (DO. 0000223^LTi«^ |: f 1 -e^O. O 
0617-e$>9, 277^^it*Pb-CV^c 0 
[0100] r(D^^/V^2^7nm^l!]^-C^U^m^gl7^^i- 0 

[oioi] m7itmmm2x-nhtitc ±^^<Dm^mt^tc.mm, 3oooui#&fflv^ 

#fcit^02^7nm^»)^XT^ 0 IH7>e»fb¥iJ3J;5t^ *6^«co# 
(Jt«t«l) 

^g|HUthlfcm^Jt^>-^/V^LT2^7nm^lb^W^ ; fTofc 0 ^m^E!8{e: 
^i~ 0 ®8te. ^16^2-e^ffli-SHfiOthjfiL^o. 5ul£f^£Ufc2&5n«^$c»j 

(2l1fe0!l3) 

M^W^mm^BSl. 8L(Lot. 20440312 ) OPq«H<0«riBSMIff^ 

$>v, t« &&m<Dmm&n,*mmm( s ^±»is8oo) ttifuct^^^w 

[0102] ^^fclSISrlOO^&k ^^^J^^^SP^^SL^V^^^^^^^^ 
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[0103] fcHfltf (SIGMAf± H1388, Lot 122K0424) £3000rpml5#<£>^#&-T 

[0104] llIl^i-J;5^-^^~^(l)oMiJ(D7K— h(05*>x ^e^a^KDTW-f 
.^^^^^y^-^v^fe^^^^ioa^^TifiL^tim-et^J:^ 

fcbfc, *fc^tf^|HlS&102Oji^^«H^V^101^(t, H^/K/101 

[0105] 4mlOjfiL?f ^Affl^^Sr^LTl. Oml/minT^Px.*:^ #^fD*10ml/ 
min, itififclESl. OmL/min(D^5S-e20 < C, 50#^$Jii®£rllifeLfc o ^<DR# N 5g 
igtc:j;«9^$n^*^^i-^^4T^l. 0ml/min<Dgffc5lPBS£rfligtII] 

T/V^>m!&te32. 8mg/U a l-^n^xx-f^mmtO. 06mg/L J3 2-^ 
vtfv-7y>mmi0. 068mg/L-efc«9, ^^bTffiV^cthlktt^O^^^^ 
R2tSte48000mg/U T/V^5:>'^^f*29800mg / /L, a l-^^ti^V^M 
^{^13. 2mg/L, i3 2-^^n^o7 > 'yyIgiil. 27mg/LT*fcofc 0 Jg^UT 
fflVNfcfchjfiLtffi, ^V/^W*^192000Mg^ T/K7^>-:i;l 19000^ a 1- 
^n^a^ f !;>'52. 8 M g> j3 2-^n^a^y^4fi5. 08 » gt?fcofc<D^bT, 
MTO^^^^K*«56000 ju. g. T/^5>"*1640 ju g. a l-^n^d^y^S 

. oo /i g% 0 2-$^t2^o^y>'»^3. 40jug-efc«9. # 

0 2-$^n^n:/y>'<Dmj&Jt^te£b]M^O0. 000026 5 ^^J-LT^^^T^iO 
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149)40^, f*3iiHl»5mm, ^^i2cm(D^^^=L—/^—^izm 
[0106] thjfiL^(SIGMA%h. H1388. Lot 122K0424) Sr3000rpm. 15#£>^H- 
[0107] *f\ H@CD5 -^E-i^L— ;V (4) PIL, ^iJ<D7K-hC05^t>^O^^2/^b x t> 

fc 0 ^^r2^@(D^il^5/h^bfc:o $<bt^ t>5l^^=^^--^(5)(D^iJ 

fli g <D^*rV=L— /ls(5)<DtpQ&mftiM<DWtt^\,^Xh. ^i^a-ZWlfAP 
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[0108] Ei3«, ^<DnmMx*m^^tcfrM^*TJ±(DMv&m-e&z>o WKDmti&frwx^v 

XhZ> 0 jfrffi:fc£U^3^(PBS)^A#>:/100/^fe, H^VV^lOl^T^ 

io4^^«9(±j$tv^o ^.(Dmmu, 2g>3<DftMm^-^ybKffiAu 2&n 

<D^m^^-/^205 (Igl^^E-v^-A- (5) ) fcmA&tl. $bfC2^ g 
«SHIIS202S: % 2^S##ffl/K^/203lCj;«9^i-§o »2©J»#«»:=iyK>2 
St i ©^MHUR^S**— /W205fcTSiSbfcj?SSRtt, ^S^HIifc P 204*^5il3ttJ$ 

05(^2(D5^^-/K5))imA^n, mm-rz> 0 <D^z<D^mm^^-;^ 
mmvtmmte. tum&mu n 304*^#^^5 o 

[0109] ^«B3fe^tt£JlT©^*5«5-CfcSo 4ml<DjfiLif^0. 2ml/mirreil£ g O^fH 

^ybKMttm, i&nomftm^vK 2Stn<om^m^=-yK 3^n<om 
mm^^-^mmmm^o. 2rnL/mmtirzmmx2ox:, mmmm^mmi, 

tc 0 Z.<Dm, W&fc£Vmm£tVft&ftft<DPBS&0. 2ml/min-«A*K>':7 P 100 

*mxmi<DmftM^-~yY\z.Mx.x^ mm-tz > mm&-7£iz:i£otc 0 mmxnh 

tltcm&n. ^)47mlT^ofCo -(D^?:if/Vhy'>^±Mi^vivaspin20(3000M 

tutfxi-7'yz/Wkmte.o. ttzmz/Lxtb 1 *), mmt^xm^tttbtsLmtpnm*^? 

®2g^J3:49000mg/U T/K/5>itSte31200mg/U j3 2-^?u?W7*y^& 

mm. i9m S /-Lx$>otc 0 mmtvxm^^tcKhikm<vB*>/<?Mm&fei96oo 

OvgXhV), 24800 M gs jS 2-^ci^ci^y^i{i4. 76/zg-Cfcofc 

<E>fcl*frLT\ «tf>^^^jC*telOO/z g> T/V^^Sl. 5ju g, j3 

vfy^mxz. 3ngx&>v, ^2-^n^n^v>m^mnv^h,T/vy'v^± 
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^^thjfiL^'fOO. 0000243(C^-bT^'t'-CiiO. 0307T-fc«9, 1263{g(£if >!JP 

[0110] ^V^^if/Vhy^yj^vivaspin500(3000MWCO^7 B )^fflVN-Ci^->'7 B 
/W**^l/l0^5*l?a|3SIU t>^/W^77- (0. 5MHJXj|fflfc(pH6. 8) 
0. 5mU ^JJ*fen— /K). 4m, 10%SDS0. 8ml % 0. l%^n^E-^3iy— 0. 
lmU rtlb^S@7KSr*Dx.ri0mltLfct>^)^#fttlP^ ^TKf "C3^RBJnf» 
bfc^(D9^»25Ail^«^Wj^-t^Wbfc„ JgJ&«:ig6©S3U— VK^-To rfTIR 
05>^Jk^— #~^fo£Rainbow (Amersham Biosciences x RPN 

756 ) £:S11^— ^IC. JttfeOfc^^^^j4<D5>lll^^«!;SStf<DthlfiL 
tf(0. 02ulffi^)»^/W^7r— SrAD^., ^7Kt»T*3^ra*Pf^Lfc^?rS 

[0111] S2V— ^b¥\Z>£5K. thlfiL^tt, #T-*6^ii<D^t-*^^fC^#<# 
[0112] (^»J5) 

^»"ji-e^b/cf^^^ 7 m&m&r ^^—^bmmu 10 

*fc@j£U fr&WFf&Uto ^^-/w^iEfcit;^ 

— ^rt*u«iii«*m-casj*bfeo pbs( b 7K5aisitt$s^/i^<y3PBs(-)) 

[0113] $j=^s?»— ;v{e)<o^-m<o^—h(Oo^bX>t^^yzf^ — Xttmm 
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[01 H] mwuxm v ^tc3^(Dm^m^iyh^ir^m^T^mtz^^rc 0 

m®9&<Dfr7!)mmi-z>&5\z.vx^z> 0 ^T-^mzPBs^%mu t/^^u 

cons] m4«, ^(Dmmm5xm^tc^m^TJ^(Dmmmm^m^iyhbmm^ 
vh<Dm)xhz> 0 m<DMti&$:ftix^\,xfoz> 0 ikm&£x£^m(j>Bs)i)mArt 
^ioo, h^/v^ioi^t, mmmm\mmo2(DtpKi8iA£ti£bKffimm 

K&Atsth. mmmmm&i02*mmirz> o m<vmftM^-=-yY-xmm&titz.mm 
te. mftmm^~vh(Dmmmmunio4frbmbfrz>o cwmmtt, H2# 

$tjg^ei^-/V205 (mi(D^^^—/V(5)) (^ftA^tl, 2|£ g M#[HS&202^ 

^5/hCD^ffi^[eIlUiP204d^#^^o r<D*g$tte, ^30#«^rv^— 

/V305 dg2<D$ =^^-/K5) ) {£&A£*U 3^ g ^tf#[Hg&302^mi-S 

hmmmmo2%ffimirz> 0 mmm^^-^hmm^tcm^mm^y 
;v<Dm^m&402\zM^x\ ^mmfemm^yY<Dmmwm$L p 407&m§ 

[0116] Afrlft^#te^TcD£:fc9-efc5o lmKDjfe^^O. 2ml/ / minT'l^ @ <D^g| 
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— /KOttiaJfESO. 2mL/min(D^jg-e20 c C, 4Rf Ffl3ltj®£^i£Ui„ ^<£>R#, 
3®£;ft,;fcW*#tf>PBS£0. 2ml / /minT^A^^7 P 100d^^P^T, 

[0117] 4NFF^CDa^{c:/V^407^^^f9ttlbf^^(OT/^^^Si*, 0. 490mg 
/U 3 2-^d^n^U^Sf^o. 502m g/ /L-efci9>M^^b-Cfflv^thifiL^>4 3 
O^^^^®^Sf*49000mg/U 7Vl^V$ggte31200mg/L. 0 2-5^n 

tel96000 /i g, T/V;/^* 124800 /i g, j3 2-^^^y p \)>M\t.4. 76 ju g-C& 
ofctf^jttLT, »$fcW:3. 7mrC%7VK/^4l. 81/ig, j3 2-5^^n^y^» 
tel. 86ngX&<9, J3 2-^^n^C2^yvftSr*i#L^^e>, TA'^^**:#B»t»* 

mzo. 0297T*fcofc 0 *fc, m*>'/<*mz.tt~rz> £ 2-^n^n7'yy©Mttt 

HfiLfit^O. 0000243^*J-UT^^Ti*0. 0304T-fe«9, 1253ffif^*8*qUTV^ 
fc 0 

(*fc«0>J3) 

rfjflRtf>¥«IS:ffl V >fc#8ft^;*7%k (#y ^— ^/K^l^^BSteJB ) V \ 3000r 
pm, (D^WTX\ PBS"C4f&tC*3RbfejfiL»4. ymloatiiSffTofCo 
[0118] T/l^^^te5755mg/U jS2-^P^n^!Ji^lSttO. 534mg/lT^«9, 

$&&fctO. 446mg/l-C£>ofc 0 Ig^LTfflV^fchlfiLff }*> T7W^V*27049/z 

tmm^(^x\t.mm<7)m&^mm<Dmmxm^tcimmmmtu p 2-5^ 
jfv-^y >(Dmm^T/\-^><Dm^xm^tcm.^mmitmti,ti) &40bm* 
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[0119] mMW5kmmzimL<DtfB.m&%mu 4mmK^mm^Q407^hwmvtcm 

31200mg/L, /3 2-^n^n^y^S«l. 19mg/l^fcofc„ M»bTfflV> 
tc^hSkm^U^^MM^ 196000 ix g, T/K/^il 24800 m g, j3 2-^n^ 
n^y^*^4. 76jug"Cfcofc<^^b-t,^{*3. Sml"??, 141 
Aig, j3 2-^n^n^y^*{42. 0 M g-efc«9, j3 2-^n^n^y^*?r^L^ 

Tsu^>%*m^miz'fz>zttfxzti 0 z-tib^mzv. m^^nmm^. 

n^n:/yv<D2iSJ3:fcHfa.ft <$<D0. 0000243^^UT^^^-e^0. 0343T?fc«9 
% 1414m^MMLX\^ 

[0120] *mw<Dxm$.tctemmmmz£ti^ ^*f»s^rp]_bLyc:^^^^*i- 
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[2] mm^mm(Dmm^W7ou±.^h^t^wmtir^m^mmm(Dmm(Dm 

o 

[5] m^^noo^±x-h^t^wmt-rm^m4<Dmm(Dmm^mo 

[7] £tig&9^]fr$u ifoJt jfiL«f*if©JliL****, 0*. 

[8] 1-71 ^T*l^tf>P3iE2mK io"Cll^fc^*-A«Hff ffl^o 

[12] #fttig£&i*9jgu mn.#wm<ommmmmmi&£tiitmm7< p s^t^^m p 
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[i3] m^mi2<Dmm\m&%'pte<bh2m^^ loiis^i^itHp^i© 

[15] 5>«l^mM'J^^A-r^^#:^'^^^^^*Ql> Jgi^USi^ittC^ 
,0<Q2/-Ql<l«fci-^#T^il$^^^#^^^it^l4^IE^ 

[16] Q2/Q1/^ 0. 005^Q2/Q1^0. 5T*fc5ff ^15f£iE«Oig^lM;fri£o 
[17] ^igbfc^<D^»Q2^^gl^J®^lfl^^Ai-^^#:^^^^^J:W^ 
^O^*OfPQ3^0. 5^Q2/Q3^1. 5£«fc^<D^&5it5fcJSl4t;ifE^<£> 

[18] Q2/Q3tfS:& « K*5fMl 7lcmM<Dm$i<DmW:j3&ko 

[19] ^a^7K^c{^^^fflv^r^^iSci:i-Sf»^«i4l5«(D^ 

[20] £.&mft&!km, fh.mtet*<D]km&tem. m*. mm, mm, m^mm. 
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tfyr^y^hy/K ^y^-r/K #y?w>\ 7i?y*^>\ ^y^w^u^y 

, tfW^y/v^^r/K ^yr^y/m^^/w, *tfyr^h\ ^y^btf-y-^v. 
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